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Amendment 

AMENDMENTS TO THE CLAIMS: 

Amend the claims as follows: 

1 . (Currently Amended) A biologically active complex comprising alpha- 
lactalbumin or a variant of alpha lacta l bumin (a l actalbum i n) at l east 70% id e nt i cal to 
human alpha l aota l bumin (SEQ I D N0:1) or at l e ast 70% i dent i ca l to bov i ne a l pha 
l acta l bumin (SEQ ID N0:2) which i s i n th e apo folding stat e , or a fragm e nt of e i th e r of 
any of thes e , and a cofactor wh i ch stabi li ses th e compl e x i n a bio l og i ca ll y act i v e form, 
prov i ded that tho var i ant and th e fragm e nt comprise a region corr e sponding to the 
r e g i on of a lacta l bumin wh i ch forms tho int e rfac e b e tw ee n the a l pha and b e ta domains 
d e fin e d by am i no ac i ds 3^ 38 and am i no ac i ds 82 86 of SEQ I D N0:1, and wh e rein tho 
variant and th e fragm e nt ar e at l e ast 100 amino acids in l e ngth, and further provid e d 
that wh e n th e comp le x comprises ful l length a lactalbum i n or a variant of a lactalbum i n 
i n which the ca l cium b i nding s i te has b e en mod i fi e d so that tho aff i nity for calc i um i s 
r e duc e d, or it i s no l onger funct i ona l , tho cofactor i s other than C18:1:9 c i s fatty acid 

and a cofactor which stabilises the complex in a bioloqicallv active form, wherein the 
alpha-lactalbumin is selected from the group consisting of: 

(i) an alpha-lactalbumin identified bv SEQ ID NO 1 or SEQ ID NO 2, 

(ii) an alpha-lactalbumin variant which has at least 95 % identity to human alpha- 
lactalbumin as defined bv SEQ ID NO 1 or at least 95 % identity to bovine alpha-lactalbumin as 
defined bv SEQ ID NO 2. 

(iii) an alpha-lactalbumin fragment comprising amino acid 34-86 of human a-lactalbumin 
defined bv SEQ ID NO 1 and 
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(iv) an alpha-lactalbumin fragment of an alpha-lactalbumin as identified by SEQ ID NO 1 
or SEQ ID NO 2 comprising at least 100 amino acids in length, 

wherein the cofactor is an unsaturated fatty acid which has a configuration similar to 
C18:1:9 or C1 8:1:1 1 with the proviso that the cofactor is not CI 8: 1:9 cis (oleic acid) . 

2. (Currently Amended) A complex according to claim 1 wherein the cofactor has 
a stero-specificitv similar to [ fis a]] cis 018:1:9 and [[or llcis CI 8:1:11 fatty acid. 

3. (Currently Amended) A complex according to claim 1 wherein the cofactor is 
cis 018:1:11 fatty acid. 

4. (Currently Amended) A complex according to claim 1 which comprises 

(ii) an alpha-lactalbumin variant which has at least 95 % identity to human alpha- 
lactalbumin as defined by SEQ ID NO 1 or at least 95 % identity to bovine alpha-lactalbumin as 
defined by SEQ ID NO 2. 

(iii) an alpha-lactalbumin fragment comprising amino acid 34-86 of human g-lactalbumin 
defined by SEQ ID NO 1 and 

(iv) an alpha-lactalbumin fragment of an alpha-lactalbumin comprising at least 100 
amino acids in length 

a th e var i ant or th e fragm e nt, where i n the fragm e nt i nc l ud e s a region 
corr e spond i ng to th e region of a l aota l bum i n wh i ch forms the interfaco betw ee n th e 
a l pha and b e ta doma i ns def i n e d by am i no ac i ds 3^ 38 and am i no acids 82 86 of SEQ 
I D N0:1 . 

5. (Currently Amended) A biologically active complex according to claim 1 which 
is obtainable by combining 
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(i) a cis unsaturated C1 8: 1:9 orC18:1:11 f atty acid; and 
(ii) 

(a) f fg-H an alpha lactalbumin from which calcium ions have been removed, or 

(b) a variant of alpha-lactalbumin at le ast 70% i d e ntica l to human alpha 
l actalbum i n (SEQ I D N0:1) or at le ast 70% i d e nt i ca l to bovine a l pha lactalbum i n (SEQ 
ID N0:2) f rom which calcium ions have been removed or which does not have a 
functional calcium binding site; or 

(c) a fragment of an alpha-lactalbumin comprising at least 100 amino acids in 
length from which calcium ions have been removed e ith e r of any of th e s e , provid e d that 
a ny fragm e nt compr i ses a r e g i on corr e spond i ng to th e r e gion of a -l act al bumin wh i ch 
forms th e int e rfac e b e tw ee n th e a l pha and b e ta domains d e fin e d by am i no acids 3 4 38 
and am i no ac i ds 82 86 of SEQ I D N0:1, and whoroin tho var i ant and tho fragment aro 
at le ast 100 am i no ac i ds in l ength, and furth e r prov i d e d that wh e n (ii) i s ful l le ngth a 
l acta l bumin or a variant of a lactalbumin i n wh i ch the calc i um bind i ng s i t e has been 
modifi e d so that th e affin i ty for ca l c i um i s reduc e d, or i t i s no l ong e r funct i ona l , ( i ) is 
other than CI 8:1:9 cis fatty ac i d . 

6. (Currently Amended) A complex according to claim 1 which includes an 
alpha-lactalbumin variant of a lacta l bumin in which the calcium binding site has been 
modified so that the affinity for calcium is reduced, or it is no longer functionali-aftcMft 
wh i ch the cofactor i s CI 8:1:1 1 fatty acid. . 
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7. (Previously Presented) A complex according to claim 6 wherein the variant 
has a mutation at a position corresponding to at least one of the K79, D82, D84, D87 or 
DBS residues of bovine alpha-lactalbumin (SEQ ID N0:2). 

8. (Currently Amended) A complex according to claim 7 which includes a D87A 
variant of rfa- Halpha lactalbumin (SEQ ID N0:3) or D87N variant of a-lactalbumin (SEQ 
ID N0:4). 

9. (Currently Amended) A complex according to claim 1 which comprises an 
alpha lactalbumin fragment of a l actalbum i n or a variant th e reof, and where the 
fragment includes the entire region from amino acid 34-86 of SEQ ID N0:1 or SEQ I D 
N0^2. 

10. (Currently Amended) A complex according to claim 1 wherein the ffal lalpha 
lactalbumin is 

{inhuman ffa-1 1alpha lactalbumin as defined by ffdlSEQ ID N0:1[[)]] or 

liilbovine ffg-l lalpha lactalbumin as defined bv f ffHSEQ ID N0:2[[)]] or 

fiii) an aloha lactalbumin ffall variant which has a t least [[70]]95% 
rridenticai nidentitv to SEQ IN N0:1 or SEQ ID N0:2 ei th e r of thes e. 

1 1 . (Currently Amended) A complex according to claim 1 0 wherein the 
[[al lalpha lactalbumin is human a-lactalbumin (SEQ ID N0:1). 
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12. (Currently Amended) A complex according to claim 10 wherein the 
ffa nialpha lactalbumin variant is mutant bovine a-lactalbumin which includes an S70R 
mutation (SEQ ID N0:5). 

13. (Previously Presented) A complex according to claim 1 which further 
comprises calcium ions. 

14. (Previously Presented) A pharmaceutical composition comprising a complex 
according to claim 1 in combination with a pharmaceutically acceptable carrier. 

Claim 15. (Canceled) 

Claim 16. (Canceled) 

Claim 17. (Canceled) 

18. (Previously Presented) A complex according to claim 1 wherein the cofactor 
is an unsaturated cis fatty acid which stabilises the complex In a biologically active form. 

19. (Previously Presented) A complex according to claim 1 wherein the cofactor 
is an CI 8:1 cis fatty acid which stabilises the complex in a biologically active form. 

20. (Currently Amended) A complex according to claim 2. wherein the variant of 
alpha-lactalbumin comprises conservative amino acid substitutions i s at le ast 95 % 
i d e nt i ca l to human alpha - l acta l bumin (SEQ I D N0:1) or at l e ast 95 % i d e nt i ca l to bovin e 
alpha l actalbum i n (SEQ I D N0:2) . 
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21. (Previously Presented) A complex according to claim 20, wherein the variant 
of alpha-lactalbumin is at least 95 % identical to human alpha-lactalbumin (SEQ ID 
N0:1). 

Claim 22. (Canceled) 

23. (Currently Amended) A complex according to claim 3, wherein the variant of 
alpha-lactalbumin comDrises conservative amino acid substltutions is at le ast 95 % 
i d e nt i ca l to human alpha laotalbum i n (SEQ I D N0:1) or at l oaot 95 % i d e nt i cal to bovino 
a l pha l acta l bum i n (SEQ I D N0:2) . 

24. (Currently Amended) A complex according to claim 23, wherein the variant of 
alpha-lactalbumin ffis Hhas at least 95 % [fidentican iidentitv to human alpha-lactalbumin 
(SEQ ID NO: 1). 

25. (Currently Amended) A complex according to claim 24, wherein the variant of 
alpha-lactalbumin at l east 9 5 % i d e ntical to human a l pha l actalbumin (SEQ I D NO: 1) 
comprises conservative amino acid substitutions. 

26. (New) The complex according to claim 1, wherein the cofactor is an C16- 
IScis unsaturated fatty acid. 

27. (New) The complex according to claim 1, wherein the cofactor is an 
unsaturated fatty acid selected from the group of: C18:1 :1 1cis , C18:1 :6cis, 
C18:2:9.12cis, C16:1:9cis, C18:3:6.9,12cis and C18:3:9,12,15cis. 

28. (New) The complex according to claim 1 wherein the cofactor is selected 
from the group of: C18:1:11cis , C18:1:6cis, CI 8:3:6,9, 12cis and C18:3:9,12,15cis. 
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29. (New) A biologically active complex comprising alpha-lactalbumin and a 
cofactor which stabilises the complex in a biologically active form, wherein the cofactor 
is oleic acid (C18:1:9cis) and wherein the alpha-lactalbumin is selected from the group 
consisting of: 

(i) bovine alpha-lactalbumin identified by SEQ ID NO 2. 

(ii) an alpha-lactalbumin variant which has at least 95 % identity to human 
alpha-lactalbumin as defined by SEQ ID NO 1 or at least 95 % identity to bovine alpha- 
lactalbumin as defined by SEQ ID NO 2, 

(iii) an alpha-lactalbumin fragment comprising amino acid 34-86 of human a- 
lactalbumin defined by SEQ ID NO 1 and 

(iv) an alpha-lactalbumin fragment of an alpha-lactalbumin as identified by 
SEQ ID NO 1 or SEQ ID NO 2 comprising at least 100 amino acids in length, 

wherein the alpha-lactalbumin is not to human alpha-lactalbumin as defined by 
SEQ IDN0 1. 

30. (New) The complex according to claim 29 which includes an alpha- 
lactalbumin variant in which the calcium binding site has been modified so that the 
affinity for calcium is reduced, or it is no longer functional. 

31 . (New) The complex according to claim 29 wherein the variant has a mutation 
at a position corresponding to at least one of the K79, D82, D84, D87 or D88 residues 
of bovine alpha-lactalbumin as defined by SEQ ID NO 2. 

32. (New) The complex according to claim 29, which includes a D87A or D87N 
variant of alpha-lactalbumin as defined by SEQ ID NO 3 and SEQ ID NO 4, 
respectively. 
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33. (New) The complex according to claim 29, wherein the alpha-lactalbumin 
variant is mutant bovine a-lactalbumin which includes an S70R mutation as defined by 
SEQ ID NO 5. 

34. (New) The complex according to claim 29, wherein the alpha-lactalbumin is 

(I) bovine alpha-lactalbumin as defined by SEQ ID NO 2 or 

(II) an alpha-lactalbumin variant at least 95 % identical to SEQ ID NO 1 or 
SEQ ID NO 2. 

35. (New) The complex according to claim 29, which comprises an alpha- 
lactalbumin fragment and where the fragment includes the entire region from amino acid 
34-86 of human alpha-lactalbumin as defined by SEQ ID NO 1. 
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